Here, we report that the C. elegans homolog of the Results: TLK-1-deficient embryos arrested with a phenoTousled kinases is required for appropriate transcription type reminiscent of embryos that are broadly defective and CTD phosphorylation during C. elegans embryonic in transcription, and the expression of several reporter development. Mutations in the founding member of the genes was dramatically reduced in tlk-1(RNAi) embryos.
searches of the C. elegans genome to identify a single revealed that TLK-1 was highly expressed in interphase and prophase nuclei ( Figure 1C ). TLK-1 immunostaining locus, C07A9.3, predicted to encode a protein with significant homology to the Tousled family of kinases. A diminished dramatically upon nuclear envelope breakdown and did not appear to be above background levels full-length C07A9.3 cDNA was PCR amplified from a C. elegans cDNA library using primers specific for SL1 (a in mitotic cells from metaphase through telophase (Figure 1C) . However, at this time, we cannot distinguish trans-spliced leader RNA found at the 5Ј end of the majority of C. elegans mRNAs) [17] and the predicted whether this is due to diffusion of nuclear TLK-1 or due to degradation of the TLK-1 protein during mitosis. stop codon. DNA sequencing of this clone revealed that SL1 is spliced to nucleotide 37134 of the C07A9 cosmid TLK-1 was also detectable in adult germline nuclei, suggesting that the TLK-1 protein is maternally expressed sequence, resulting in an open reading frame (ORF) that starts at amino acid 272 of the C07A9.3 predicted protein (data not shown). sequence (GenBank). Thus, the true C07A9.3 ORF begins at predicted exon 6. In agreement with our data, TLK-1 Is Not Required for Mitotic Histone no sequences corresponding to predicted exons 1-5 H3 Phosphorylation are present in the C. elegans EST database (http:// Yeast Ipl1, C. elegans AIR-2, and other Aurora B kinases www.wormbase.org) and the most 5Ј C07A9.3 EST seare required for mitotic phosphorylation of histone H3 at quence (yk143f9.5) also corresponds to exon 6. An alignSer10 [18-21]. It has recently been reported that human ment with the corrected C07A9.3 protein product and TLK-1 can also phosphorylate this residue [15] . To test other Tousled family members is shown in Figure S1 .
whether C. elegans TLK-1 is a histone H3 kinase, a Given the high degree of sequence conservation bepeptide corresponding to the N-terminal tail of histone tween C07A9.3 and Tousled kinases, we have named H3 was incubated with bacterially expressed recombithis protein TLK-1 (Tousled-like kinase). C. elegans nant MBP-TLK-1 or GST-AIR-2 and [␥- 
